or VE-CAD+CD45-CD41-pre-HSC cells in the dorsal aorta that transit to hematopoietic 24 cells range from 1:100-300 [8] [9] [10] . These functional estimates are too low to probe the molecular 25 identities of either the early hemangioblast or hemogenic endothelial cell populations in the 1 developing embryo using currently available protocols. the Eng promoter and -8kb, +7kb and +9kb Eng enhancers ( Figure 1D ). There was no 13 change in H3K9Ac at -4kb, a region that is highly conserved across species but shows no showed robust blood and endothelial staining in vivo 17 targeted a fraction of the FLK1+ 10 mesoderm that showed increased (~ 4 fold) BL-CFC potential ( Figure 2B and Figure S3A ).
11
We have previously shown that mutating the GATA binding motifs in +7 and ETS binding (ii)-(iii) and Figure S3A increased in the lacZ+ fraction consistent with Eng GRE driven reporter activity ( Figure 3A ).
13
There was also a shared set of genes that was consistently differentially expressed between proportions of TIE2-/CD41+ ( Figure 5C (i)) and CD45+ ( Figure 5C (ii)) cells and CFU-C 22 potential ( Figure 5C (iii)) were highest for cultured ENG-/lacZ+ HE cells. HSC transition ( Figure 6D ). 7A; Figure S7C ) and eight genes between the down-regulated groups ( Figure S8A ). Genes 21 that were DOWN in both HB and HE cells included several with no known association with 22 haematopoiesis ( Figure S8B ). However, we focused on genes that were UP in both HB and 23 HE cells ( Figure 7A and S7C 
). In addition to vascular integrity we also assessed blood flow in morphants. Both heart 14 function as well as blood flow was indistinguishable from control embryos (data not shown).
15
Taken together these data support a role for LRP2 during AGM hematopoiesis. Lrp2, a gene that encodes megalin, a multiligand uptake receptor that regulates 4 circulating levels of diverse compounds 49 emerged as a novel regulator of hematopoiesis.
5
Mutations in LRP2 result in impaired neuro-epithelial development and are causative of -8, P, +7 and +9 hemato-11 endothelial enhancers relative to IgG in pre-hemangioblast mesoderm (G+F-; black) and in 12 hemangioblast mesoderm (G+F+; gray). Eng -4 was included as a negative control region. 
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